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We, Martha G. Welch, David A. Rnggiero, and Muhammad Anwar, hereby declare as follows: 

1 . We are the inventors of the subject mailer claimed in the above-identified patent 
application. 

2. The invention claimed in (he pa lent application was made in the United States. 

3. The work described in ibis Declaration was performed by us, or on our behalf under our 
direction. 

4. We declare that the pharmaceutical composition of present claim 1 , as recited below, was 
reduced to practice by us at least prior lo October 3, 2002. 

5. Claim 1 : A pharmaceutical composition comprising a therapeutically effective amount 
of a combination of secretin and oxytocin. 
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6. Exhibits A-C. the contents of which are described below, provide evidence of the 
reduction lo practice of a pharmaceutical eomposiiion comprising a therapeutically 
effect ive amount of a combination of secretin and oxytocin prior to October 3. 2002. 

7. Exhibit A shows that a composition comprising a therapeutically effective amount of a 
combination of secretin and oxytocin was administered lo rats prior to October 3. 2002. 
The first page of Exhibit A is a copy of a laboratory* notebook page describing 
experiment U CP-63. V In this experiment inflammatory bowel disease "IBD 9 " was induced 
by treatment of some of the rats with trinitrobenzene sulfonic acid (TNBS). As 
illustrated on the first page of Exhibit A. a couiposition comprising 0.42 ug/99|.d of 
oxytocin ("oxy") in combination with 0.42 ug/9 c )p l of secretin ("sec") was administered 
to two rats (animal number 2 - "control 9 ' and animal number 3 - "IBD"). The date on 
which this composition was administered, which has been redacted from the Exhibit, was 
prior to October 3. 2002. The second page of Exhibit A shows that the combination of 
secretin and oxytocin administered in experiment CT-63 was therapeutically effective. It 
can been seen that there was a markedly higher level of C-fos imiminoreactivity in the 
circulate gyrus following induction of IBD (see the higcr amount dark immunostaining 
in the "IBD experimental" slide as compared to the "IBD control" slide). It can also be 
seen that the amount of C-fos iminunoreaciiviiy in the cingulate gyrus was markedly 
lower in IBD rats that had been treated with a combination of secretin and oxytocin (see 
the lower amount dark immunostaining in the iv IBD Secretin Oxytocin Injected" slide 
as compared to the ,; 1BD - experimental'' slide). As described in multiple locations in the 
above identified patent application, C-fos expression is a marker of the colitis-induced 
stress reaction. 

8. Exhibit B shows an additional experiment in which a composition comprising a 
therapeutically effective amount of a combination of secretin and oxytocin was 
administered to rats prior to October 3. 2002. The llrst page of Exhibit B is a copy of a 
laboratory notebook page describing experiment "CP- 76.'* In this experiment IBD was 
induced by treatment of some of the rats with TNBS. As illustrated on the first page of 
Exhibit B, a composition comprising a combination of oxytocin ("oxy") and secretin 
("sec'") was administered to two rats (see the arrow indicating ; 'pair I sec + oxy v ). The 
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dale on which this composition was adminislereil. which has been redacted from the 
Exhibit, was prior to October 3, 2002. The second page of Exhibit B shows that the 
combination of secretin und oxytocin administered in experiment CP-76 was 
therapeutically effective. It can been seen thai there was a markedly higher level of C- 
fbs immimoreactivity in the hypothalamus following induction of I BD (see the higher 
amount of dark immunostaining in the ti IUD-e\pcrimental-untreatcd ,i> slide as compared 
to the 'MBD-coiitrol-unlrealed" slide). It can also(bee}>eeii that the amount of C-fos j 
immunoreactivity in the hypothalamus was markedly lower in 1BD rats that had been 
treated with a combination of secretin and oxytocin (see the lower amount of dark 
immunostaining in the "MBD-experiniental-Secretin/Oxytoein Treatment" slide as 
compared to the 'MBD-cxperimental-unlrealecr slide). As described in multiple locations 
in the above identified patent application, C-fos expression is a murker of the colitis- 
induced stress reaction. 

Exhibit C shows yet another experiment in which a composilion comprising a 
therapeutically effective amount of a combination of secretin and oxytocin was 
administered to rats prior to October 3. 2002. The first page of Exhibit C is a copy of a 
laboratory notebook page describing experiment i6 CP-77" which shows that in 
experiment CP-77 guts from the rats treated in experiment CP-76 (described in Exhibit 
B) were frozen. Pages 2-5 show of Exhibit C show that the combination of secretin and 
oxytocin administered in experiment CP-76 had a therapeutic effect in the gut 
(experiment CP-77). Gut tissues were stained with hemoloxylin and eosin in order to 
evaluate inflammation. Inflammation was observed in the mucosa and submucosa 
following the induction of USD with TNBS (sec the higher amount of neutrophils and 
macrophages in the mucosa and submucosa in the "Colon-! BD-CoiUrol-Untrealed'" slide 
as compared to the "Colon-IB_D-Control-Trenled M slide). There was markedly less 
inflammation in the guts of IBD rats that had been treated with a combination of secretin 
and oxytocin (see the lower amount of neutrophils and macrophages in the mucosa and 
submucosa in the "Colon-IBD-Coutrol-Untreated" slide as compared to the *Colon-IBD- 
Control-Treated" slide). 
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1 0. We declare that all statements made herein of our own knowledge are true and that all 
statements made on information and belief are believed to be true; and further, that these 
statements were made with the knowledge that the making of willfully false statements 
and the like is punishable by fine or imprisonment, or both, under Section 1 00 1 of Title 
1 8 of the United States Code, and that such willful false statements may jeopardize the 
validity of the application or any patent issuing thereon. 





Martha G Welch 





David A. Ruggiero 
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